In the course of a somewhat comprehensive investigation into the cause or causes of the onset of labour, and in testing the effect of cestrin in this connection, I observed in 1933 that the females of a litter born to a rat injected during pregnancy with oestrin had a genital deformity the nature of which will be described later. It was not until 1934 that a similar occurrence suggested that a connection existed between the administration of cestrin to the mother and the abnormality of the offspring.
A prolonged series of experiments has demonstrated that the female fcctus is indeed affected in its morphological development by the antenatal administration of cestrin to the mother late in pregnancy. There appears to be only one instance in the literature of an effect on the foetus due to such treatment :
Courrier1 has reported a proliferation of the vaginal epithelium of the female foetus of the guinea-pig.
In ascertaining the amount of cestrin that is required to interrupt pregnancy, I found that the rat could tolerate large amounts in the latter half of pregnancy without abortion ensuing, and that every female foetus born to an cestrintreated mother showed a marked modification of the external genital region. In the normal female rat the urethra opens on the apex of the prominence which encloses the clitoris, and behind this prominence, separating it from the vaginal opening, there is a considerable area of skin which may be compared to that of the vestibule in the human female, and which covers the latter portion of the urethra which lies fairly superficially. In the females modified by cestrin injections into the mother, the urethral prominence is deeply cleft, and within the fissure so formed there is exposed the clitoris. The cleft splitting the prominence also runs backwards as far as the vaginal opening and, in doing so, splits open the floor of the urethral canal in its terminal course from the front of the vagina to the normal point of exit on the prominence. In other words, a state of partial hypospadias has been produced in as far as the floor of the terminal urethra is lacking. In consequence of this modification, the urine escapes by a fistulous opening immediately in front of the vagina. This Photograph of modified External Genitalia of female rat after injection of mother with cestrin. Photograph of modified External Genitalia of female rat after injection of mother with cestrin. They show, further, that morphological development is plastic even up to the 4th day of life and can be modified through the channel of the food ingested.
In conclusion, three further observations arising out of these experiments may be mentioned. I have already referred to the original object for which these experiments were designed, namely, an investigation into the causes of the onset of labour. It is therefore of importance to note that, in rats, large doses of oestrin followed by oxytocin did not produce abortion even when the amounts of oestrin were sufficient to pass to the foetus and to cause the modification which has been described. 
